INTRODUCTION
============

The Tumor Necrosis Factor (TNF) is a proinflammatory cytokine that has a key function in various autoimmune diseases, such as rheumatoid arthritis (RA), psoriasis, psoriatic arthritis, ankylosing spondylitis and Crohn\'s disease. It plays an important role in human immune response to infections.^[@r01],[@r02]^ As regards infectious diseases, it encourages the release of other inflammatory cytokines, particularly interleukins IL-1, IL-6 and IL-8, and stimulates the output of protease, thus participating in the formation and maintenance of granulomas, a component of intracellular pathogen-defence.^[@r02]-[@r04]^

Biological disease modifying drugs (DMDs) are indicated for patients who experience persistence of the disease, though treatment involves at least two schemes with synthetic DMDs, of which at least one is the combination of DMDs. The following biological DMDs have been approved by the National Health Surveillance Agency (ANVISA) for use in Brazil: anti-TNF α, B-lymphocyte depletor, T-lymphocyte costimulation blocker and interleukin-6 (IL-6) receptor blocker.^[@r01],[@r05]^

At present, three anti-TNF a agents are used to treat certain autoimmune diseases: infliximab, etanercept and adalimumab.^[@r02],[@r05]^ Infliximab is a chimerical IgG monoclonal antibody, made up of 75% human protein and 25% mouse protein, the portion of which contains the binding site for TNF. This biological agent contributes through the death of cells expressing TNF on the surface via an Ac cytotoxic mechanism and dependent complement, disrupting granulomas, which can cause reactivation of latent granulomatous infections like tuberculosis and leprosy.^[@r03]-[@r06]^

*Mycobacterium leprae*causes a chronic infectious disease that presents clinically as a spectrum of symptoms associated with immune response. There are two polar clinical presentations: the tuberculoid form, represented by well-organized granulomas with few microbacteria; and the lepromatous form, characterized by less-organized lesions and a higher number of bacilli. There are also intermediary clinical forms, the dimorphous forms, with immunological instability and clinical characteristics from both polar forms. The clinical presentation is polymorphic, varying from skin alterations with areas of diminished sensitiveness and hypopigmentation, to more serious neural lesions or involvement of other organs, including bones and joints.^[@r04],[@r07],[@r08]^

CASE REPORT
===========

Male patient, aged 49, white, mason, from the municipality of Auriflama, State of São Paulo, Brazil. The patient underwent follow-up in the rheumatology department at the Base Hospital of São José do Rio Preto, diagnosed with rheumatoid arthritis 15 years ago, refractory to conventional treatments. Therapy was initiated using infliximab and, after four doses of this anti-TNF a biological agent, with a total dose of 1600mg, during the physical exam, erythematous plaques were discovered in the dorsal region and the left forearm, with respective diameters of 8 and 5cm; and erythematous violaceous plaques in the left thigh, with diameters of 4 x 6cm, and diminished sensitivity in these lesions ([Figures 1](#f01){ref-type="fig"} and [2](#f02){ref-type="fig"}). The patient experienced increases in the number and diameter of the erythematous violaceous plaques in the midsection and limbs. The patient presented positive family epidemiology for leprosy.

![Erythematous lesion in the dorsal region](abd-88-06-s1-0023-g01){#f01}

![Erythematous violaceous plaque in left thigh](abd-88-06-s1-0023-g02){#f02}

The biopsy of the cutaneous lesions on the back and left thigh revealed borderline leprosy, with a tendency toward the lepromatous pole, with whole, resistant alcohol-acid resistant bacilli (particularly in nerves), a lymph smear (AARB) and positive Mitsuda test, with a diameter of 11mm ([Figure 3](#f03){ref-type="fig"}). The clinical classification, following the result of the Mitsuda test, was reactional tuberculoid leprosy and the patient developed a clinical, downgrading reverse reaction, similar anatomopathologically to dimorphous leprosy. The anti-TNF therapy was interrupted and a specific treatment for leprosy was started with multibacillary polychemotherapy (PCT/MB/WHO), presenting significant improvement in the clinical leprosy.

![Mitsuda test: 11mm](abd-88-06-s1-0023-g03){#f03}

DISCUSSION
==========

Leprosy is a granulomatous, chronic, infectious disease of the skin and peripheral nerves caused by *Mycobacterium leprae*, and is transmitted through contact with contagious carriers on the part of susceptible individuals. In Brazil, the disease is endemic.^[@r04],[@r07]^

Infliximab, an anti-TNF biological agent, is indicated for patients with rheumatoid arthritis, in order to reduce signs and symptoms, prevent structural joint damage and promote improvement of physical capacities in individuals with the active form of the disease, which does not respond to conventional therapeutic options.^[@r05]^

Since TNF-α is a modulator of cell immune response, there is a risk of opportunist infections through suppression of endogenous TNF-a, an important cytokine for the formation of granulomas. Thus, the risk of latent tuberculosis and other infections needs to be evaluated, along with that of leprosy, before beginning treatment.^[@r02],[@r03],[@r06],[@r08]^

The patient in question underwent four applications of this biological agent, with a total dose of 1600mg. He was diagnosed with leprosy and, taking into account the symptoms, anatomopathology and immunology (Mitsuda 11mm), the specific diagnosis was downgrading hansenic reverse reaction tuberculoid leprosy (positive AARB in the biopsy with dimorphous characteristics), which occurred due to immunosuppression with infliximab. In the literature, two cases have been described of patients who developed leprosy after taking anti-TNF-a drugs; two with infliximab and two with adalimumab.^[@r04],[@r06],[@r08]^

Recently, the introduction of biological agents as an alternative to conventional treatments for autoimmune diseases has brought about positive therapeutic responses, with improvements in quality of life and the psychological wellbeing of patients in treatment. However, the development of opportunist infections or reactivation of latent granulamatous infections, such as leprosy and tuberculosis, highlight the need for careful indication of treatment.

This study demonstrates the possibility of leprosy developing in patients using infliximab, and recommends systematized investigation into this pathology through epidemiological research, neurocutaneous exams and, if necessary, lymph smear testing following the protocol for the indication of biological agents, especially in endemic countries.

\* Study carried out at the Outpatient Service of the Dermatology Department of the Base Hospital at the State Medical School of São José do Rio Preto, São Paulo.
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